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Abstract: We have analyzed amino acid sequence relationships among soluble and microsomal epoxide hy-
drolases, haloacid dehalogenases, and a haloalkane dehalogenase. The amino-terminal residues (1-229) of
mammalian soluble epoxide hydrolase are homologous to a haloacid dehalogenase. The carboxy-terminal
residues (230-554) of mammalian soluble epoxide hydrolase are homologous to haloalkane dehalogenase,
to plant soluble epoxide hydrolase, and to microsomal epoxide hydrolase. The shared identity between the
haloacid and haloalkane dehalogenases does not indicate relatedness between these two types of dehaloge-
nases. The amino-terminal and carboxy-terminal homologies of mammalian soluble epoxide hydrolase to
the respective dehalogenases suggests that this epoxide hydrolase, but not the soluble epoxide hydrolase
of plant or the microsomal epoxide hydrolase, derives from a gene fusion. The homology of microsomal to
soluble epoxide hydrolase suggests they derive from a gene duplication, probably of an ancestral bacterial
(epoxide) hydrolase gene. Based on homology to haloalkane dehalogenase, the catalytic residues for the
soluble and microsomal epoxide hydrolases are predicted. A nomenclature system based on divergent
molecular evolution is proposed for these epoxide hydrolases.
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